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DEPARTMENT  OF  HEALTH  AND 
HUMAN  SERVICES 

Food  and  Drug  Administration 

21  CFR  Part  203 

[Docket  No.  79N-0186] 

Prescription  Drug  Products  That 
Require  Patient  Package  Inserts; 
Cimetidine,  Clofibrate,  and 
Propoxyphene 

agency:  Food  and  Drug  Administration. 
action:  Final  rule. 

summary:  The  Food  and  Drug 
Administration  (FDA)  amends  its 
patient  package  insert  regulations  to  list 
cimetidine,  clofibrate,  and 
propoxyphene  as  drugs  that  must  be 
dispensed  with  patient  package  inserts. 
Elsewhere  in  this  issue  of  the  Federal 
Register,  FDA  announces  the 
availability  of  Hnal  guideline  patient 
package  inserts  for  these  drugs  and 
applies  the  agency's  patient  package 
insert  regulations  to  them. 

EFFECTIVE  DATE:  May  25, 1981. 

FOR  FURTHER  INFORMATION  CONTACT: 
Stephen  C.  Groft,  Bureau  of  Drugs 
(HFD-107),  Food  and  Drug 
Administration,  5600  Fishers  Lane, 
Rockville,  MD  20857,  301-433-4893. 
SUPPLEMENTARY  INFORMATION:  In  the 
Federal  Register  of  September  12, 1980 
(45  FR  60754),  FDA  adopted  final 
regulations  establishing  requirements 
and  procedures  for  the  preparation  and 
distribution  of  patient  package  inserts 
for  prescription  drugs  for  human  use. 

The  agency  also  published  in  that  issue 
of  the  Federal  Register  (45  FR  60785)  10 
draft  guideline  patient  package  inserts 
for  the  following  drugs  and  drug  classes: 
ampicillins,  benzodiazepines, 
cimetidine,  clofibrate,  digoxin, 
methoxsalen,  propoxyphene,  phenytoin, 
thiazides,  and  warfarin. 

Under  §  203.30(a)  (21  CFR  203.30(a)), 
FDA’s  patient  package  insert  regulations 
apply  to  a  drug  or  drug  class  180  days 
after  the  agency  publishes  a  notice  in 
the  Federal  Register  announcing  the 
applicability  of  the  requirements  to  the 
drug  or  to  a  drug  class.  Elsewhere  in  this 
issue  of  the  Federal  Register,  FDA  is 
publishing  a  notice  making  available 
final  guideline  patient  package  inserts 
for  cimetidine,  clofibrate,  and 
propoxyphene  and  applying  the 
agency’s  patient  package  insert 
regulations  to  those  drugs.  Use  of  the 
guidelines  by  manufacturers, 
distributors,  and  dispensers  constitutes 
compliance  with  the  agency’s  patient 
package  insert  regulations  governing  the 
content  of  the  inserts,  except  that 


certain  items  of  information  must  be 
filled  in  by  the  person  responsible  for 
preparing  the  actual  patient  package 
inserts  dispensed  to  patients.  Use  of  the 
guideline  patient  package  inserts  is  not 
required,  however.  This  final  rule  adds 
new  §  203.31  (21  CFR  §  203.31)  to  list 
cimetidine,  clofibrate,  and 
propoxyphene  as  drugs  that  require 
patient  package  inserts. 

A  trade  association  objected  to  FDA’s 
procedure  for  applying  the  patient 
package  insert  regulations.  The 
association  argued  that  publication  of  a 
notice  in  the  Federal  Register  applying 
the  patient  package  insert  regulations  to 
a  particular  drug  or  drug  class  does  not 
provide  the  public  with  an  opportunity 
to  comment  on  the  application  of  the 
regulations,  and  that  the  procedime  is 
inconsistent  with  FDA’s  past  practice  of 
requiring  patient  package  inserts  for 
drug  products  like  estrogens,  where  FDA 
used  notice  and  comment  rulemaking. 
The  association  also  argued  that  any 
amendment  to  §  203.31  to  list  a  drug  or 
drug  class  in  the  agency’s  patient 
package  insert  regulations  must  be  made 
through  notice  and  comment  rulemaking. 
Finally,  the  association  contended  that 
FDA  has  not  adequately  explained  why 
it  is  applying  the  patient  package  insert 
regulations  to  the  10  drugs  or  drug 
classes  identitied  in  the  September  12, 
1980  notice  of  draft  patient  package 
inserts  guidelines. 

FDA  does  not  agree.  The  final  patient 
package  insert  regulations  published  on 
September  12, 1980,  after  full  notice  and 
opportunity  for  comment,  establish 
general  requirements  for  patient 
package  inserts  for  all  prescription 
drugs,  and  set  forth  the  procedure, 
publication  of  notice  in  the  Federal 
Register,  that  would  be  used  to  indicate 
at  what  point  in  time  these  regulations 
would  become  effective  for  individual 
drugs.  (A  notice  published  elswhere  in 
this  issue  of  the  Federal  Register 
establishes  the  effective  date  of  the 
agency’s  patient  package  inserts 
guidelines  for  cimetidine,  clofibrate,  and 
propoxyphene.)  Because  the  regulations 
are  applicable  to  all  drugs,  FDA  does 
not  believe  that  a  new  formal  proposal 
and  comment  period,  providing 
additional  opportunity  for  comment,  is 
required  when  the  regulations  are  to 
become  effective  for  individual  drugs. 
This  final  rule  simply  adds  text  to 
§  203.31  to  list  cimetidine,  clofibrate, 
and  propoxyphene  in  the  agency’s 
patient  package  insert  regulations, 
providing  a  permanent  inventory  in  the 
Code  of  Federal  Regulations  to  help 
persons  who  review  the  regulations 
determine  to  which  drugs  and  drug 
classes  they  apply.  The  list  contains  the 


name  of  the  drug  or  drug  class  and  the 
effective  date  on  which  the  patient 
package  insert  regulations  apply  to  the 
drug. 

Although  FDA  has  established  some 
patient  package  inserts  requirements  for 
specific  drugs  by  enacting  a  specific 
regulation  for  each  drug,  the  agency 
does  not  agree  that  its  patient  package 
inserts  program  must  be  restricted  to 
that  approach.  As  stated  in  the  final  rule 
published  September  12, 1980  (45  FR 
60754),  general  requirements  are  amply 
justified  by  data  demonstrating 
substantial  noncompliance  by  patients 
with  drug  therapy,  that  providing 
patients  with  information  about  drugs 
increases  the  degree  to  which  they  use 
them  properly,  and  that  existing  drug¬ 
dispensing  mechanisms  are  not 
adequately  providing  the  information  to 
patients. 

Finally,  the  proposal  published  July  6, 
1979  (44  FR  40016),  identified  four 
criteria  the  agency  proposed  to  use  to 
select  the  drugs  and  drug  classes  to  . 
which  the  agency  would  initially  apply 
the  regulations.  As  stated  in  the  final 
rule  (45  FR  60773),  the  agency  used  those 
criteria  to  select  the  drugs  and  drug 
classes  for  initial  application  of  the 
regulations.  Thus,  the  agency  has  fully 
explained  its  application  of  the  final 
patient  package  insert  regulations  to 
those  drugs  and  drug  classes. 

The  agency  has  also  received  requests 
for  clariHcation  of  the  applicability  of 
the  patient  package  insert  regulations  to 
nonoral  dosage  forms  of  drugs  and  to 
drug  products  containing  two  or  more 
active  drug  ingredients,  that  is, 
combination  drug  products.  Although 
the  regulations  apply  to  all  drugs  and 
drug  classes,  the  agency  intends  to 
implement  patient  package  inserts 
initially  for  only  a  few  drugs  and 
evaluate  the  program  further  before 
applying  the  requirements  to  additional 
drugs.  Nevertheless  when  the  agency 
applies  the  regulations  to  a  drug  or  drug 
class,  the  agency  will  generally  apply 
them  to  all  dosage  forms  and  to  both 
single-entity  and  combination  products, 
unless  the  notice  under  §  203.30(a) 
specifically  limits  the  applicability  of  the 
regulations.  By  not  specifically  limiting 
the  application  of  the  initial  10  draft 
guidelines  to  single-entity  drug  products 
or  specific  dosage  forms,  the  agency 
intended,  except  for  single-entity 
thiazides,  that  those  guidelines  apply  to 
all  drug  products  and  all  dosage  forms 
that  contain  a  drug  to  which  the 
regulations  apply.  The  agency  does  not 
intend  to  apply  during  the  initial 
implementation  period  the  patient 
package  insert  regulations  to 
combination  drugs  containing  thiazides 
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because  of  the  many  other  acJtive 
ingredients  in  those  combinations;  other 
active  ingredients  which  themselves 
would  require  the  development  of 
additional  guidelines  and  enlarge 
significantly  the  scope  of  the  agency's 
initial  application  of  the  regulations.  In 
the  list  in  §  201.31,  the  agency  has 
clariHed  that  the  guidelines  apply  to 
both  single-entity  and  combination  drug 
products  and  all  dosage  forms. 

Therefore,  under  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (secs.  201,  502, 
503,  505,  506,  507,  701,  52  Stat.  1041  as 
amended,  1050-1053  as  amended,  1055- 
1056  as  amended,  55  Stat.  851,  59  Stat. 
463  as  amended  (21  U.S.C.  321,  352,  353, 
355,  356,  357,  371))  and  the  Public  Health 
Service  Act  (sec.  351,  58  Stat.  702  as 
amended  (42  U.S.C.  262))  and  under 
authority  delegated  to  the  Commissioner 
of  Food  and  Drugs  (21  CFR  5,1),  Part  203 
is  amended  by  adding  new  §  203.31  to 
read  as  follows: 

§  203.31  Drugs  which  require  patient 
package  inserts. 

The  patient  package  insert  regulations 
in  this  part  apply  on  and  after  the  date 
given  in  the  list  below  to  each  drug 
product  that  contains  a  drug  listed 
below  or  a  drug  within  a  drug  class 
listed  below.  Unless  otherwise  stated  in 
the  list,  the  regulations  apply  to  all 
dosage  forms  of  the  drug  or  member  of 
the  drug  class,  either  as  a  single  active 
ingredient  or  in  combination  with  one  or 
more  additional  active  ingredients. 

Drug  or  drug  class  Effective 

Ctmetidine .  May  25.  1981 

Clofibrate . . .  Do. 

Propoxypherra . . .  Do 


Effective  date.  This  regulation 
becomes  effective  May  25, 1981. 

(Secs.  201.  502,  503,  505,  506.  507,  701,  52  Stat. 
1041  as  amended,  1050-1053  as  amended, 
1055-1056  as  amended.  55  Stat.  851,  59  Stat. 
463  as  amended  (21  U.S.C.  321,  352,  353,  355, 
356,  357,  371));  (sec.  351,  58  Stat.  702  as 
amended  (42  U.S.C.  262)) 

Dated:  November  18, 1980. 

Mark  Novitch, 

Acting  Commissioner  of  Food  and  Drugs. 

|FR  Doc.  80-36669  Filed  11-24-80;  ft!.";  am) 
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DEPARTMENT  OF  HEALTH  AND 
HUMAN  SERVICES 

Food  and  Drug  Administration 

[Docket  No.  80N-03701 

Prescription  Drugs;  Final  Guideline 
Patient  Package  Inserts  for  Cimetidine, 
Ciofibrate,  and  Propoxyphene 

agency:  Food  and  Drug  Administration. 
action:  Notice. 

summary:  The  Food  and  Drug 
Administration  (FDA)  is  establishing 
final  guideline  patient  package  inserts 
for  drug  products  containing  cimetidine, 
ciofibrate,  or  propoxyphene.  The  use  of 
the  final  guideline  patient  package 
inserts  by  manufacturers,  distributors, 
and  dispensers  will  constitute 
compliance  with  the  agency’s 
regulations  requiring  the  dispensing  of 
patient  package  inserts  for  these  drugs. 
Elsewhere  in  this  issue  of  the  Federal 
Register  FDA  amends  its  patient 
package  insert  regulations  to  list  these 
drugs  as  ones  that  must  be  dispensed 
with  patient  package  inserts. 

EFFECTIVE  DATE:  May  25, 1981. 
address:  Written  comments  to  the 
Dockets  Management  Branch  (formerly 
the  Hearing  Clerk’s  office)  (HFA-305), 
Food  and  Drug  Administration,  Rm.  4- 
62,  5600  Fishers  Lane,  Rockville,  MD 
20857. 

FOR  FURTHER  INFORMATION  CONTACT: 

Stephen  C.  Groft,  Bureau  of  Drugs 
(HFD-107),  Food  and  Drug 
Administration,  5600  Fishers  Lane, 
Rockville,  MD  20857,  301-443-4893. 
SUPPLEMENTARY  INFORMATION:  The 
Food  and  Drug  Administration  (FDA)  is 
issuing  final  guideline  patient  package 
inserts  for  cimetidine,  ciofibrate,  and 
propoxyphene  and  thereby  applying  to 
these  drugs  FDA’s  patient  package 
insert  regulations  in  Part  203  (21  CFR 
Part  203),  published  in  the  Federal 
Register  of  September  12, 1980  (45  FR 
60754).  The  regulations  apply  to  all 
dosage  forms  of  these  drugs,  both  single 
entity  and  combination  drug  products 
(drug  products  that  contain  on  of  the 
affected  drugs  and  one  or  more  other 
active  ingredients).  Elsewhere  in  this 
issue  of  the  Federal  Register  the  agency 
is  amending  §  203.31  (21  CFR  203.31)  to 
list  cimetidine,  ciofibrate,  and 
propoxyphene  as  drugs  for  which 
patient  package  inserts  are  required. 
Under  §  203.30(a)  the  patient  package 
inserts  requirements  apply  to  drug 
products  containing  cimetidine, 
ciofibrate.  or  propoxyphene  on  and  after 
May  25, 1981. 


Use  of  FDA’s  final  guideline  patient 
package  inserts  constitutes  compliance 
with  the  regulations  governing  the 
content  of  the  inserts,  except  that 
certain  items  of  information  must  be 
filled  in  by  the  person  responsible  for 
preparing  the  particular  insert.  Thus,  the 
guidelines  do  not  contain  the  following: 

(1)  The  name  and  place  of  business  of 
the  manufacturer,  packer,  distributor,  or 
dispenser,  (2)  information  about  routes 
of  administration  for  drug  products  that 
are  not  for  oral  use,  (3)  a  statement 
about  special  handling  or  storage 
conditions,  and  (4)  the  date  of  the  most 
recent  revision  of  the  insert.  This 
information  is  dependent  upon  a 
particular  person  or  product.  The 
guideline  patient  package  inserts  for 
cimetidine,  ciofibrate,  or  propoxyphene 
also  do  not  contain  statements  generally 
required  by  the  underlying  regulations 
about  the  use  of  the  drugs  during  labor 
and  delivery  or  statements  about  the 
specific  pediatric  indications  or  hazards. 
None  of  the  drugs  have  a  recognized  use 
during  labor  or  delivery  nor  do  they 
have  specific  pediatric  indications  or 
known  serious  hazards  that  are  speciHc 
for  pediatric  patients. 

The  agency  has  revised  the  patient 
package  insert  guidelines  to  make  them 
clearer  and  more  understandable.  The 
agency  has  also  made  the  following 
changes  in  specific  guidelines. 

Cimetidine.  The  “Summary”  and 
“How  to  take  Cimetidine”  sections  have 
been  revised  to  state  that  ulcer  pain  may 
decrease  within  a^few  days  after 
starting  cimetidine  and  to  state  that 
cimetidine  should  be  taken  with  meals. 
These  changes  make  the  guideline  more 
consistent  with  the  drug’s  professional 
labeling.  The  “Side  Effects”  section  of 
the  labeling  has  also  been  revised  to 
reflect  better  the  professional  labeling 
for  the  drug.  The  revisions  help  clarify 
that  only  a  few  men  and  women  have 
reported  slight  breast  enlargement  and 
sore  breasts  from  the  use  of  the  drug. 

The  statement  “antacids  help  the  ulcer 
to  heal  and  control  its  symptoms”  has 
been  deleted  because  antacids,  while 
used  for  symptomatic  relief  of  ulcer 
pain,  are  not  indicated  for  ulcer  healing. 
Information  about  the  use  of  cimetidine 
during  pregnancy  and  breast  feeding, 
which  was  stated  in  the  “General 
Cautions”  section  of  the  draft  guideline, 
has  been  placed  under  a  heading 
entitled  “Pregnancy  and  Breast 
Feeding.”  This  change  conforms  the 
cimetidine  guideline  to  the  agency’s 
other  patient  package  insert  guidelines. 

Ciofibrate.  Contraindications  to 
taking  ciofibrate  have  been  placed 
under  a  section  entitled  “Before  Taking 
Ciofibrate.”  Information  about  the  use  of 


ciofibrate  during  pregnancy  and  breast 
feeding  has  been  placed  under  a  specific 
section  entitled  “ftegnancy  and  Breast 
Feeding,”  which  has  been  revised  to 
state  that  ciofibrate  should  not  be  used 
by  pregnant  or  nursing  women.  These 
changes  make  the  ciofibrate  guideline 
more  consistent  with  the  drug’s 
professional  labeling  and  conform  the 
ciofibrate  guideline  to  the  agency’s  other 
patient  package  insert  guidelines.  The 
explanation  of  the  risks  of  taking 
ciofibrate  has  been  revised  to  reduce  the 
emphasis  on  the  raw  data  from  studies 
of  ciofibrate.  The  agency  has  decided 
that  the  data  are  too  technical  to  be 
useful  in  a  draft  guideline. 

Propoxyphene.  The  agency  has  added 
to  the  final  propoxyphene  patient 
package  insert  guideline  a  new  section, 
“Uses  of  Propox5q)hene,”  that  states  that 
propoxyphene  is  used  to  treat  mild  to 
moderate  pain  and  may  be  marketed  as 
a  combination  drug  with  aspirin  or 
acetaminophen.  Information  about  the 
use  of  propoxyphene  during  pregnancy 
and  breastfeeding  has  been  placed 
under  a  section  entitled  “Pregnancy  and 
Breast  Feeding.”  'These  changes  conform 
the  propoxyphene  guideline  to  the 
agency’s  other  patient  package  insert 
guidelines.  The  agency  has  also  revised 
the  propoxyphene  guideline  to  caution 
against,  instead  of  prohibiting,  the  use  of 
propoxyphene  and  aspirin  combination 
drug  products  in  patients  with  ulcers 
and  patients  taking  anticoagulants  and 
to  add  to  the  “How  to  Take 
Propoxyphene”  section  a  statement  that 
refills  of  propoxyphene  prescriptions 
may  be  limited  because  the  patient  may 
become  dependent  upon  the  drug.  These 
changes  make  the  propoxyphene 
guideline  more  consistent  with  the 
drug’s  professional  labeling. 

General  Comments 

1.  In  response  to  the  agency’s  request 
for  comments  on  its  guideline  patient 
package  inserts,  several  manufacturers 
submitted  copies  of  patient  package 
inserts  they  had  prepared  that  differed 
from  the  agency  guidelines.  The 
manufacturers  asked  whether  the 
agency  considered  their  patient  package 
inserts  to  comply  with  the  regulations. 

The  agency  advises  that  it  does  not 
have  sufficient  resources  to  approve 
patient  package  inserts  for 
manufacturers  in  advance  of  effective 
dates.  As  stated  in  the  final  rule  and  the 
notice  of  draft  patient  package  insert 
guidelines,  use  of  the  agency’s 
guidelines  is  not  required.  As  long  as  the 
manufacturer’s  patient  package  insert 
complies  with  the  final  regulations,  it 
can  deviate  from  the  agency’s  guideline. 
Manufacturers  should  be  able  to  achieve 
compliance  without  difficulty,  even  if 
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they  depart  from  published  guidelines, 
on  the  basis  of  the  content  requirements 
of  the  regulations  and  the  guideline 
patient  package  inserts.  Manufacturers 
and  distributors  of  prescription  drug 
products  that  are  subject  to  premarket 
approval  by  the  agency,  and  who  are 
required  to  supplement  or  amend  their 
new  drug  applications  or  antibiotic 
forms  to  include  their  patient  package 
inserts,  will  have  their  labeling  reviewed 
as  part  of  that  process,  although  under 
the  final  patient  package  insert 
regulations  the  labeling  may  be  put  into 
use  before  approval.  The  timing  of  any 
changes  in  patient  package  inserts 
required  by  the  approval  process  will 
take  into  account  manufacturers’ 
expenditures  on  labeling  supplies  and 
the  agency’s  inability  to  review  the 
material  before  its  use. 

2.  Smith  Kline  and  French 
Laboratories  (SKF),  Philadelphia,  PA, 
the  sole  marketer  of  cimetidine,  asked 
that  FDA  postpone  publication  of  its 
final  guideline  patient  package  insert  for 
cimetidine  without  delaying  the 
effective  date  of  the  patient  package 
insert  requirement  for  cimetidine.  SKF 
urged  that  the  delay  in  publication  of  the 
final  guideline  would  provide  time  to 
study  further  alternative  texts  for  the 
patient  package  insert  and  would  permit 
FDA  and  SKF  to  produce  a  uniform  text 
for  FDA’s  guideline  and  SKF’s  patient 
package  insert. 

FDA  does  not  believe  a  delay  in  the 
publication  of  the  final  cimetidine 
patient  package  insert  guideline  is 
warranted.  Under  the  regulation,  SKF 
may  deviate  from  FDA’s  guideline  and 
prepare  a  patient  package  insert  based 
on  its  own  studies  of  alternative  texts  as 
long  as  its  labeling  complies  with  the 
regulation.  Moreover,  a  delay  in 
publication  of  the  final  guideline  without 
a  delay  in  the  implementation  of  the 
patient  package  insert  requirement  for 
cimetidine  would  give  distributors  and 
dispensers  who  wish  to  develop  their 
own  cimetidine  patient  package  insets, 
less  time  to  do  so. 

This  notice  is  issued  under  §  10.90(b) 
(21  CFR  10.90(b)),  which  provides  for  the 
use  of  guidelines  to  establish  procedures 
of  general  applicability  that  are  not  legal 
requirements  but  are  acceptable  to  the 
agency  and  under  §  203.30(a)  which 
provides  for  applying  FDA’s  patient 
package  insert  regulations  to 
prescription  drugs  and  drug  classes.  The 
agency  advises  that  the  patient  package 
insert  guidelines  comply  with  FDA’s 
patient  package  insert  regulations  in 
Part  203  and  can  be  relied  upon  by  any 
person  to  meet  those  requirements. 
Under  §  203.30(c)  (21  CFR  203.30(c)).  the 
guideline  labeling  may  be  used  before 


approval  of  a  supplement  to  a  new  drug 
application.  A  person  may  choose  to  use 
alternative  labeling  statements  that  are 
not  provided  for  in  the  guideline. 

These  guidelines  are  effective  May  25, 
1981.  Section  10.97(b)(7)  (21  CFR 
10.90(b)(7))  provides  ^at  a  notice  of 
guideline  shall  state  that  interested 
persons  may  submit  written  comments 
on  the  guideline.  Although  the  present 
guidelines  have  been  subject  to  full 
notice  and  comment  proceedings  before 
issuance,  consistent  with  the  regulations 
and  past  agency  practice,  interested 
persons  may  submit  written  comments 
on  the  final  guidelines  to  the  Dockets 
Management  Branch  (formerly  the 
Hearing  Clerk’s  ofBce)  (HFA-305),  Food 
and  Drug  Administration,  Rm.  4-62,  5600 
Fishers  Lane.  Rockville,  MD  20857.  As  in 
the  case  of  any  Hnal  guideline,  FDA 
does  not  view  itself  obligated  to  respond 
formally  to  these  comments;  they  will  be 
considered,  however,  in  determining 
whether  future  revisions  of  the 
guidelines  are  warranted  or  desirable. 
Comments  should  be  in  four  copies 
except  that  individuals  may  submit 
single  copies,  indentified  with  the 
docket  number  found  in  the  brackets  in 
the  heading  of  this  document.  The 
guideline  and  received  comments  may 
be  seen  in  the  Dockets  Mangement 
Branch’s  office  between  9  a.m.  and  4 
p.m.,  Monday  through  Friday. 

The  guideline  patient  package  inserts 
for  cimetidine,  clofibrate,  and 
propoxyphene  follow: 

Dated:  November  18. 1980. 

Mark  Novitch, 

Acting  Commissioner  of  Food  and  Drugs. 
BILLING  CODE  4110-03-M 
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Cimetidine 

(pronounced:  sye-MET-i-deen) 

Summary 

Cimetidine  is  commonly  used  to  treat  duodenal  ulcers 
and  in  certain  cases  to  prevent  them  from  recurring.  It 
may  take  several  weeks  for  the  ulcer  to  heal  completely, 
although  the  ulcer  pain  may  decrease  within  a  few  days 
after  treatment  begins.  Do  not  stop  taking  the  drug 
unless  your  doctor  tells  you  to  stop.  You  may  also  need 
to  take  antacids  between  doses  of  cimetidine  to  relieve 
ulcer  pain. 

The  rest  of  this  leaflet  gives  you  more  information 
about  cimetidine  and  ulcers.  Please  read  it  and  keep  it 
for  future  use. 

Uses  of  Cimetidine 

Cimetidine  helps  heal  intestinal  ulcers  by  decreasing 
the  amount  of  acid  made  by  the  stomach.  Ulcers  and  the 
pain  they  cause  are  often  relieved  by  decreasing  the 
amount  of  acid  produced.  With  proper  treatment,  most 
ulcers  heal  within  6  to  8  weeks. 

Cimetidine  is  also  used  to  prevent  ulcers  from  recur¬ 
ring.  When  used  for  this  reason,  the  drug  is  taken  at  a 
lower  dose  and  only  at  bedtime.  Cimetidine  may  also  be 
used  for  other  conditions  as  determined  by  your  doctor. 

How  To  Take  Cimetidine 

Cimetidine  should  be  taken  with  meals  and  at  bed¬ 
time.  Your  doctor  may  tell  you  to  take  antacids  in  addi¬ 
tion  to  cimetidine. 

Although  the  healing  effects  of  cimetidine  begin  soon 
after  treatment  begins,  you  must  take  the  drug  for 
several  weeks.  This  allows  your  ulcer  to  have  a  chance  to 
heal  completely.  Do  not  stop  taking  cimetidine  without 
first  checking  with  your  doctor.  If  ulcer  pain  lasts  or 
worsens  while  you  are  taking  the  drug,  call  your  doctor. 

If  you  miss  a  dose,  take  it  as  soon  as  you  remember. 
Take  the  day’s  remaining  doses  at  the  scheduled  time. 
Do  not  take  two  doses  at  the  same  time. 

Pregnancy  and  Breast  Feeding 

You  should  not  take  cimetidine  during  pregnancy  un¬ 
less  your  doctor  knows  you  are  pregnant  and  never¬ 


theless  advises  you  that  cimetidine  is  necessary. 
Cimetidine  enters  the  bloodstream  of  the  unborn  child, 
and  the  immolate  or  delayed  effects  (if  any)  on  the  un¬ 
born  child  are  not  known.  As  a  general  principle  no  drug 
should  be  taken  during  pregnancy  unless  it  is  clearly 
necessary. 

If  cimetidine  is  taken  by  a  nursing  mother,  it  is  not 
known  if  it  passes  to  the  child  in  breast  milk.  Because 
many  drugs  are  passed  to  the  child  in  human  milk,  it  is 
safer  not  to  breast  feed  a  child  if  you  are  taking  this 
drug. 

General  Cautions 

When  taking  cimetidine  do  not  use  any  other  drugs, 
including  nonprescription  drugs,  unless  your  doctor 
knows  and  approves  of  their  use.  Drugs  to  be  especially 
careful  about  are: 

•  Aspirin  or  arthritis  drugs — they  may  irritate  your 
ulcer  and  cause  more  pain. 

•  anticoagulants  (blood  thinners) — cimetidine  may  in¬ 
crease  the  effect  of  anticoagulants.  Your  doctor  may 
need  to  reduce  the  dose  of  the  anticoagulant  to  pre¬ 
vent  bleeding. 

•  drugs  used  to  treat  anxiety  (tranquilizers  such  as 
Valium  (diazepam]  or  Librium  (chlordiazepoxidej) 
— cimetidine  can  prolong  the  action  of  these  drugs 
and  your  doctor  may  need  to  reduce  their  dose. 

You  may  find  that  certain  foods  and  drinks  irritate 
your  ulcer.  For  example,  alcohol,  coffee,  tea,  cola  drinks 
and  highly  acidic  foods  (such  as  tomatoes)  may  cause 
Some  pain.  Cigarette  smoking  can  delay  ulcer  healing. 

Side  Effects 

The  most  frequently  reported  side  effects  of  taking 
cimetidine  are:  diarrhea,  rash,  dizziness,  and  muscle 
pain,  each  of  which  has  been  reported  by  about  one  pa¬ 
tient  out  of  every  190  who  took  cimetidine.  Headache  or 
fever  occur  more  rarely. 

A  few  men  and  women  have  reported  slight  breast 
enlargement  and  sore  breasts. 

Mental  confusion  can  occur,  especially  in  elderly  and 
severely  ill  patients.  These  effects  usually  are  not  severe, 
and  they  disappear  if  the  drug  is  stopped.  If  any  of  these 
or  other  side  effects  bother  you,  call  your  doctor. 
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On  rare  occasions,  patients  taking  cimetidine  have 
had  serious  blood  disorders.  Symptoms  of  these  disor* 
ders  include  tiredness,  weakness,  pale  appearance,  in¬ 
creased  occurrence  of  infection,  fever,  sore  throat,  and 
easy  bruising  or  bleeding.  If  you  develop  these  symp¬ 
toms  you  should  contact  your  doctor  immediately.  A  few 
cases  of  kidney  and  liver  disease  have  also  been  reported. 

Other  Information 

For  cimetidine  to  help  you,  take  it  as  directed  on  the 
label.  This  drug  has  been  prescribed  specifically  for  you 
and  your  present  condition.  Do  not  give  it  to  others  even 
if  they  have  similar  symptoms.  Also,  do  not  use  it  your¬ 
self  for  any  condition  other  than  the  one  for  which  it  was 
prescribed. 

If  you  think  you  have  taken  an  overdose  or  if  you 
think  someone  else  has  taken  an  overdose,  contact  your 
poison  control  center,  doctor,  pharmacist  or  nearest 
hospital  emergency  room  immediately.  KEEP  THIS 
DRUG  AND  ALL  DRUGS  OUT  OF  THE  REACH 
OF  CHILDREN. 

If  you  want  more  information  about  cimetidine,  ask 
your  doctor  or  pharmacist.  They  have  a  more  technical 
leaflet  (called  the  professional  labeling  I  you  may  read. 

Clofibrate 

(pronounced:  kloe-FYE-brate) 

Summary  • 

Clofibrate  is  used  to  lower  the  amount  of  fatty 
substances  in  the  blood,  namely,  cholesterol  and  triglyc¬ 
erides.  Peo|)le  with  high  levels  of  fats  in  their  blood  have 
a  greater  risk  of  heart  disease,  and  clofibrate,  along  with 
diet  and  exercise,  is  intended  to  reduce  this  risk.  How¬ 
ever,  clofibrate  may  at  the  same  time  increase  ytnir  risk 
of  having  gallbladder  trouble  or  getting  tumors. 

'Fherefore,  clofibrate  is  not  for  everyone  with  high 
(•holesterol  and  triglycerides.  It  should  be  used  only  by 
people  who  have  not  responded  to  diet,  weight  loss,  exer¬ 
cise,  or  other  measures  prescribed  by  their  d<K:tor. 

It  is  important  for  patients  taking  clofibrate  to  have 
regular  blood  tests.  The  rest  of  this  leaflet  gives  you  more 
information  about  clofibrate.  Please  read  it  and  keep  it 
for  future  use. 


Why  Reduce  Cholesterol  and 
Triglycerides? 

When  large  amounts  of  fatty  substances  are  in  the 
blood,  they  can  harden  and  build  up  along  the  walls  of 
the  arteries  (blood  vessels  coming  from  the  heart  1.  This 
process  is  called  atherosclerosis,  and  it  can  decrease  the 
flow  of  blood  to  vital  organs  by  narrowing  the  arteries. 
This  in  turn  can  cause  heart  disease,  such  as  angina 
(chest  pain),  heart  attack,  or  stroke.  These  are  amonf, 
the  leading  causes  of  death  in  the  United  States. 

People  with  high  levels  of  cholesterol  and  triglycerides 
in  their  blood  have  a  higher  risk  of  heart  attack  than  peo¬ 
ple  with  lower  levels.  If  you  have  a  high  level  of  thi^se 
fatty  substances  in  the  blood,  it  has  been  assumed  wise 
to  attempt  to  reduced  these  high  levels  with  diet,  exer¬ 
cise,  and  (in  some  patients)  drugs.  However,  the  benefit 
of  clofibrate,  if  any,  in  reducing  the  risk  of  heart  attacks 
is  not  certain  at  this  time.  In  one  large  study,  of 
clofibrate,  for  example,  there  was  a  33  percent  decrease 
in  nonfatal  heart  attacks  for  patients  whose  cholesterol 
levels  were  reduced  by  the  drug  but  there  was  no  de¬ 
crease  in  fatal  heart  attacks.  In  another  large  study  of 
patients  who  had  had  at  least  one  heart  attack,  neither 
clofibrate  nor  other  drugs  that  lower  cholesterol  de¬ 
creased  the  rate  of  subsequent  fatal  heart  attacks. 

Before  Taking  Clofibrate 

Before  taking  clofibrate,  tell  your  d<iCtor  if  you: 

9  are  taking  an  anticoagulant  drug  (a  blood  thinner). 
Your  doctor  may  have  to  decrease  the  dose  of  the 
blood  thinner. 

•  have  diabetes.  If  you  can  control  diabetes  by  diet  or 
drugs,  your  cholesterol  and  triglyceride  levels  may 
also  be  controlled.  Therefore  you  may  not  n('ed  to 
take  clofibrate. 

•  have  a  stomach  or  intestinal  ulcer.  Taking  clofibrate 
may  make  your  ulcer  worse. 

•  have  had  jaundice  or  liver  disease.  Your  doctor  may 
switch  to  another  drug. 

How  To  Take  Clofibrate 

If  a  change  in  diet  or  exercise  does  not  lower  choles¬ 
terol.  or  if  other  drugs  do  not  reduce  cholesterol,  clofi¬ 
brate  may  be  prescribed.  If  clofibrate  is  prescribeil  for 
you.  it  is  important  to  take  it  on  the  schedule  that  your 
doctor  has  advised. 

If  you  miss  a  dose,  take  it  as  soon  as  you  remember. 
Take  the  day's  remaining  doses  at  the  scheduled  time. 
Do  not  take  two  doses  at  the  same  time. 
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Pregnancy  and  Breast  Feeding 

Yt>u  should  not  take  clofibrate  if  you  are  pregnant  or 
nursing  a  child.  Women  capable  of  becoming  pregnant 
should  practice  some  form  of  birth  control  while  taking 
clofibrate.  Women  who  plan  to  become  pregnant  should 
stop  taking  clofibrate  several  months  before  trjing  to 
become  pregnant. 

Risks  of  Taking  Clofibrate 

Two  very  large  studies  have  indicated  that  taking 
clofibrate  for  several  years  presents  important  risks. 
These  studies  show  a  doubling  of  the  risk  of  getting  gall¬ 
stones  or  an  inflamed  gallbladder.  For  people  taking  clo¬ 
fibrate  for  5  years,  about  1  patient  in  100  may  require 
gallbladder  surgery. 

One  of  the  studies  also  suggested  that  people  who  take 
clofibrate  have  an  increased  risk  of  getting  cancer.  For 
people  taking  clofibrate  for  5  years,  this  study  suggested 
that  an  additional  1  person  out  of  400  would  be  expected 
to  get  cancer  during  the  5  year  period;  this  is  about  a 
30%  increase  above  the  expected  cancer  rate.  Mice  and 
rats  given  clofibrate  at  five  to  eight  times  the  human  dose 
showed  an  increased  number  of  liver  tumors,  some  of 
which  were  cancerous.  This  further  supports  the 
e\  idence  that  clofibrate  may  produce  cancer  in  humans. 

Several  other  problems  relating  to  the  heart  and  cir¬ 
culation  of  blood  were  noticed  in  the  other  study.  These 
include  heart  arrhythmias  (abnormal  heart  beat  I,  blood 
clotting,  angina  (chest  pain  I  and  blood  circulation  prob¬ 
lems  (noticed  by  pain  in  the  legs). 

Because  of  these  risks  and  the  uncertain  benefits  of 
this  drug,  (and  others  used  to  treat  high  cholesterol  and 
triglycerides),  relatively  few  patients  should  take  clofi¬ 
brate  continuously.  Your  doctor  will  advise  you  on 
whether  you  may  be  one  of  those  patients. 

General  Cautions 

If  your  doctor  has  suggested  a  certain  diet  or  exercise 
program,  follow  these  plans  closely  while  taking  clofi¬ 
brate.  You  should  have  regular  blood  tests  to  find  out  if 
clofibrate  is  working.  In  addition,  you  may  need  to  have 
other  tests  to  find  out  if  clofibrate  is  causing  any  harmful 
effects.  Your  doctor  may  decide  to  stop  prescribing  clofi¬ 
brate  after  a  few  months  if  the  cholesterol  and  triglycer¬ 
ides  in  your  blood  have  not  decreased.  To  make  sure 
yr)ur  doctor  can  tell  how  well  it  is  working,  it  is  impor¬ 
tant  to  take  clofibrate  on  the  schedule  prescribed. 


Side  Effects 

In  addition  to  the  risks  already  mentioned,  there  are 
some  side  effects  that  can  occur  while  you  are  taking  clo¬ 
fibrate.  Most  of  these  are  not  too  serious. 

You  may  get  “flu-like”  symptoms  such  as  muscle 
aches,  soreness,  or  cramping.  Some  other  side  effects  in¬ 
clude  stomach  problems  (such  as  nausea,  diarrhea,  vom¬ 
iting,  and  bloating);  skin  reactions  (such  as  itching, 
rash);  loss  of  hair  and  dry,  brittle  hair;  headache;  diz¬ 
ziness;  increased  appetite  and  weight  gain;  decreased 
sexual  desire;  painful  or  difficult  urination;  liver  prob¬ 
lems;  anemia;  or  a  decrease  of  white  blood  cells.  If  any 
of  these  or  other  side  effects  bother  you,  call  your  doctor. 

Other  Information 

For  clofibrate  to  help  you,  take  it  as  directed  on  the 
label.  This  drug  has  been  prescribed  specifically  for  you 
and  your  present  condition.  Do  not  give  it  to  others  even 
if  they  have  similar  symptoms.  Also,  do  not  use  it  your¬ 
self  for  any  condition  other  than  the  one  for  which  it  was 
prescribed. 

If  you  think  you  have  taken  an  overdose  or  if  you 
think  someone  else  has  taken  an  overdose,  contact  your 
poison  control  center,  doctor,  pharmacist  or  nearest 
hospital  emergency  room  immediately.  KEEP  THIS 
DREG  AND  ALL  DRUGS  OUT  OF  THE  REACH 
OF  CHILDREN. 

If  you  want  more  information  about  clofibrate,  ask 
your  doctor  or  pharmacist.  They  have  a  more  technical 
leaflet  (called  the  professional  labeling)  you  may  read. 
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under  12  years  of  age. 


Propoxyphene 

(pronounced:  proe-POX-i-feen) 


Summary 

Propoxyphene  is  used  to  relieve  pain.  However,  it  can 
be  dangerous  when  taken  with  other  drugs  or  alcohol. 

LIMIT  YOUR  INTAKE  OF  ALCOHOL  WHILE 
TAKING  THIS  DRUG.  ALSO  DO  NOT  TAKE  ANY 
TRANQUILIZERS,  SLEEP  AIDS,  ANTIDE¬ 
PRESSANTS,  ANTIHISTAMINES,  OR  ANY 
OTHER  DRUGS  THAT  MAKE  YOU  SLEEPY 
UNLESS  YOUR  DOCTOR  TELLS  YOU  TO  DO  SO. 
COMBINING  ANY  OF  THESE  WITH  PROPOXY¬ 
PHENE  MAY  LEAD  TO  AN  OVERDOSE. 

Propoxyphene  may  make  you  sleepy.  Use  care  driving 
a  car  or  using  machines  until  you  see  how  the  drug  af¬ 
fects  you.  Do  not  take  more  of  the  drug  than  your  doctor 
prescribed.  You  may  become  dependent  on  propoxy¬ 
phene  if  you  take  it  for  a  long  period  of  time  at  a  dose 
greater  than  recommended. 

The  rest  of  this  leaflet  gives  you  more  information 
about  propoxyphene.  Please  read  it  and  keep  it  for 
future  use. 

Uses  of  Propoxypherie 

Propoxyphene  is  used  to  treat  mild  to  moderate  pain. 
It  may  be  given  alone  or  in  combinations  that,  in  addi¬ 
tion  to  propoxyphene,  contain  aspirin  or  acetamino¬ 
phen. 

Before  Taking  Propoxyphene 

Make  sure  your  doctor  knows  if  you  have  ever  had  an 
allergic  reaction  to  any  ingredient  of  the  product  pre¬ 
scribed  < propoxyphene,  aspirin,  or  acetaminophen!. 

Propoxy()hene-aspirin  combination  products  usually 
should  not  be  used  if  you  have  an  ulcer  or  if  you  are  tak¬ 
ing  an  anticoagulant  (blood  thinner  I.  The  aspirin  may  ir¬ 
ritate  the  ulcer  and  cause  it  to  bleed.  In  a  small  group  of 
people,  aspirin  may  cause  an  asthma  attack.  If  you  are 
one  of  these  people,  be  sure  your  drug  does  not  contain 
aspirin. 

The  use  of  propoxyphene  in  children  under  12  has 
not  been  sufficiently  studied.  Therefore  it  is  recom¬ 
mended  that  propoxyphene  not  be  given  to  children 


How  To  Take  Propoxyphene 

Follow  your  doctor’s  directions  exactly.  Do  not  in¬ 
crease  the  amount  you  take  unless  your  doctor  approves. 

If  you  miss  a  dose  of  the  drug,  do  not  take  twice  as  much 
the  next  time. 

Staying  on  propoxyphene  for  long  periods  of  time  can 
cause  certain  problems  (see  “Dependence”  section!. 
Therefore,  your  doctor  may  limit  the  number  »)f  times 
this  pre.scriptiun  may  be  refilled. 

Pregnancy  and  Breast  Feeding 

You  should  not  take  propoxyphene  during  pregnancy 
unless  your  doctor  knows  you  are  pregnant  and  never¬ 
theless  advises  you  that  propoxyphene  is  necessary  .  If  a 
mother  has  been  taking  large  does  of  propoxyphene  for  a 
long  time  before  delivery  of  her  child,  the  child  may  be 
born  dependent  on  this  drug  (see  “Dependenc-e” 
section!.  As  a  general  principle  no  drug  should  be  taken 
during  pregnancy  unless  it  is  clearly  necessary. 

If  propoxyphene  is  taken  by  a  nursing  mother,  small 
amounts  may  pass  to  the  child  in  breast  milk.  Although 
no  negative  effects  have  been  repented,  you  should  talk 
to  your  doctor  about  taking  this  drug  while  breast 
feeding. 

f 

General  Cautions 

Combining  excessive  doses  of  propoxyphene,  alcohol,  j 
and  tranquilizers  is  dangerous.  Make  sure  your  doctor  ^ 
knows  you  are  taking  tranquilizers,  sleep  aids,  antide-  .] 
pressant  drugs,  antihistamines,  or  any  other  drugs  that  | 
make  your  sleepy.  The  use  of  these  drugs  with  propoxy-  } 
phene  increases  their  sedative  effects  and  may  lead  to  | 
overdosage  symptoms,  and  even  death  (see  “Overdose”  j 
below!.  LIMIT  YOUR  INTAKE  OF  ALCOHOL  I 
WHILE  TAKING  PROPOXYPHENE.  J 

Propoxyphene  may  cause  drowsiness  or  impair  your 
mental  and/or  physical  abilities;  therefore,  use  caution 
when  driving  a  vehicle  or  operating  dangerous  machin¬ 
ery.  DO  NOT  perform  any  hazardous  task  until  you 
have  seen  your  response  to  this  drug. 

Dependence 

You  can  bect>me  dependent  on  propoxyphene.  De-  , 
pendence  is  a  feeling  of  need  for  the  drug  and  a  feeling  'i 
that  you  cannot  perform  normally  without  it.  Depentl- 
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ence  may  occur  in  people  who  have  taken  larger  than 
recommended  doses  of  propoxyphene  over  a  long  period 
of  time.  When  dependent  people  stop  taking  it,  they  may 
develop  withdrawal  symptoms  such  as  cramps,  sweat¬ 
ing,  runny  nose,  yawning,  shivering,  diarrhea,  and  irri¬ 
tability. 

Overdose 

Because  of  an  increase  in  the  drug’s  sedative  effects  if 
it  is  used  alone  at  higher  then  recommended  doses  or  if  it 
is  used  in  combination  with  alcohol  or  other  drugs  an 
overdose  of  propoxyphene  is  possible.  It  may  cause  ex¬ 
treme  drowsiness,  weakness,  breathing  difficulties,  and 
confusion.  A  large  overdose  may  lead  to  unconsciousness 
and  death. 

When  the  drug  also  contains  acetaminophen,  symp¬ 
toms  of  an  overdose  may  include  nausea,  vomiting,  lack 
of  appetite,  and  abdominal  pain.  An  overdose  of  this 
drug  may  lead  to  liver  damage,  coma,  and  death. 

When  the  drug  also  contains  aspirin,  symptoms  of  an 
overdose  due  to  aspirin  may  include  headache,  dizziness, 
ringing  in  the  ears,  difficulty  hearing,  dim  vision,  confu¬ 
sion,  drowsiness,  sweating,  thirst,  rapid  breathing, 
nausea,  vomiting,  and  occasionally,  diarrhea. 

If  you  think  you  have  taken  an  overdose  or  if  you 
think  someone  else  has  taken  an  overdose  contact  your 
poison  control  center,  doctor,  pharmacist  or  nearest 
hospital  emergency  room.  GET  EMERGENCY  HELP 
IMMEDIATELY. 

KEEP  THIS  DRUG  AND  ALL  DRUGS  OUT  OF 
THE  REACH  OF  CHILDREN. 

Side  Effects 

\^’hen  propoxyphene  is  taken  as  directed,  side  effects 
are  infrequent.  Among  those  reported  are  drowsiness, 
dizziness,  nausea,  and  vomiting.  If  these  effects  occur,  it 
may  help  to  lie  down  and  rest. 

Less  frequently  reported  side  effects  are  constipation, 
abdominal  pain,  skin  rashes,  lightheadedness,  head¬ 
ache,  weakness,  minor  visual  disturbances,  and  feelings 
of  excitement  or  discomfort. 

If  any  of  these  or  other  side  effects  bother  you,  call 
your  doctor. 


Other  Information 

For  propoxyphene  to  help  you,  take  it  as  directed  on 
the  label.  This  drug  has  been  prescribed  specifically  for 
you  and  your  present  condition.  Do  not  give  it  to  others 
even  if  they  have  similar  symptoms.  Also,  do  not  use  it 
yourself  for  any  condition  other  than  the  one  for  which  it 
was  prescribed. 

If  you  want  more  information  about  propoxyphene, 
ask  your  doctor  or  pharmacist.  They  can  give  you  a  more 
technical  leaflet  (called  the  professional  labeling)  you 
may  read. 
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